Induction of c-fos gene expression by arabinofuranosylcytosine in human KG-1 leukemia cells.
Previous studies have demonstrated that the c-fos proto-oncogene is expressed during induction of differentiation and as an immediate early response to growth factors. The present results demonstrate that exposure of human KG-1 myeloid leukemic cells to 1-beta-D-arabinofuranosylcytosine (ara-C) was associated with increases in c-fos gene expression. This effect was dependent on the concentration and time of ara-C treatment. The level of c-fos transcripts was maximal after 6 hr of exposure to 5 x 10(-6) M ara-C and subsequently declined to that in untreated cells. Nuclear run-on assays demonstrated low to undetectable levels of c-fos gene transcription in untreated KG-1 cells. In contrast, treatment with 5 x 10(-6) M ara-C for 6 hr was associated with increases in transcription of this gene. Although superinduction of c-fos expression has been observed at the post-transcriptional level in the presence of protein synthesis inhibition, this effect was not detectable in ara-C-treated KG-1 cells. These combined results demonstrate that ara-C increased c-fos mRNA levels in KG-1 cells and that this effect was associated with transcriptional activation of the c-fos gene.